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Lll ANSWER 2 OF 2 9 CAPLUS COPYRIGHT 2 006 ACS on STN 

TI Inhaled salmeterol/ fluticasone propionate: a review of its use in chronic 
obstructive pulmonary disease 

AB A review. The salmeterol /f luticasone propionate dry 
powder inhaler (DPI) [Advair Diskus, Seretide 
Accuhaler] contains the long-acting p2 -adrenoceptor agonist 
salmeterol and the inhaled corticosteroid fluticasone propionate. In the 
US, twice-daily salmeterol/f luticasone propionate 50/250ug is approved 
for use in adults with chronic obstructive pulmonary disease (COPD 
) associated with chronic bronchitis, and in the EU, the twice-daily 
50/500ug dosage is approved for use in patients with severe 
COPD, repeat exacerbations and significant symptoms despite 
bronchodilator therapy. In patients with moderate- to- severe COPD 
, twice-daily inhaled salmeterol/f luticasone propionate 50/250 or 
50/500jj,g for 24-52 wk improves predose forced expiratory volume in 1 s 
(FEV1) significantly more than salmeterol monotherapy, improves postdose 
or postbronchodilator FEV1 significantly more than fluticasone propionate 
monotherapy and results in clin. significant improvements in 
health-related quality of life. Salmeterol/f luticasone propionate 
50/500ug significantly reduced annual COPD exacerbations, 
especially in severe COPD. Some corticosteroid-related adverse events 
were increased in recipients of fluticasone propionate with or without 
salmeterol vs. salmeterol monotherapy or placebo; withdrawal from 
fluticasone propionate, including combination therapy, needs careful 
management to minimize COPD exacerbations. The DPI 
combining a corticosteroid and long-acting 02 -agonist provides 
benefits over monotherapy and may encourage patient compliance in 
COPD. 
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TI Performance of Turbuhaler ( (R) ) in Patients with Acute Airway Obstruction 
and COPD, and in Children with Asthma : Understanding the Clinical 
Importance of Adequate Peak Inspiratory Flow, High Lung Deposition, and 
Low In Vivo Dose Variability. 

AB The dry-powder inhaler (DPI) 

Turbuhaler ( (R) ) has been on the market for nearly two decades. Products 
containing terbutaline, formoterol, budesonide, and the 
combination budesonide/ formoterol are widely used by patients 
with asthma and COPD. Most patients and physicians find 
Turbuhaler ( (R) ) easy to use, and local side effects are rare. This is 
thought to arise from the lack of additives or only small amounts in the 
formulation, in addition to minimal deposition of the drug in the 
oropharynx and on the vocal cords during inspiration . The function of 
Turbuhaler ( (R) ) has frequently been questioned. This article aims to 
review and clarify some key issues that have been challenged in the 
literature (e.g. the effectiveness of Turbuhaler ( (R) ) in patients with 
more restricting conditions) , to discuss the importance of lung 
deposition, and to explain the low in vivo variability associated with 
Turbuhaler ( (R) ) and the lack of correlation with the higher in vitro 
variability. Turbuhaler ( (R) ) , like other DPIs, is flow dependent to some 



degree. However, a peak inspiratory flow (PIF) through Turbuhaler ( (R) ) of 
30 L/min gives a good clinical effect. These PIF values can be obtained 
by patients with conditions thought to be difficult to manage with 
inhalational agents, such as asthmatic children and adult patients with 
acute severe airway obstruction and COPD. Excellent clinical 
results with Turbuhaler ( (R) ) in large controlled studies in patients with 
COPD and acute severe airway obstruction provide indirect evidence 
that medication delivered via Turbuhaler ( (R) ) reaches the target organ. Due 
to the large amount of small particles and the moderate inbuilt resistance 
in Turbuhaler ( (R) ) , which opens up the vocal cords during inhalation, 
Turbuhaler ( (R) ) is associated with a high lung deposition (25-40% of the 
delivered dose) compared with pressurized metered-dose inhalers (pMDIs) 
and other DPIs. A good correlation has been found between lung deposition 
and clinical efficacy. A high lung deposition always results in the best 
ratio between clinical efficacy and risk of unwanted systemic activity. 
Studies with Turbuhaler ( (R) ) also show that the in vivo variation in lung 
deposition is significantly lower compared with a pMDI or, for example, 
the Diskus{(R)) inhaler, and much lower than the in vitro dose variability 
seen in laboratory tests. Turbuhaler ( (R) ) appears to be a reliable 
DPI which can be used with confidence by patients with airway 
diseases, including those with clinical conditions believed to be 
difficult to manage with inhalational therapy. 
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Lll ANSWER 21 OF 29 MEDLINE on STN 

TI Successful use of DPI systems in asthmatic patients- -key parameters. 
AB Effective inhalation therapy using pressurised metered dose inhalers 
(pMDIs) and dry powder inhalers (DPIs) is the 

cornerstone of asthma management. Previous studies have demonstrated 
difficulties in the usage of pMDIs in certain patient groups, especially 
as pMDis require the co-ordination of inhaler activation with dose 
inhalation. Almost all DPIs are breath-activated and preclude the need to 
co-ordinate activation with inspiration. Three key parameters for 
successful inhaler use should be considered when evaluating existing or 
future DPI devices: (1) compliance; (2) fine particle 
distribution and dependency on inspiratory flow and; (3) clinical 
efficacy. A threshold mechanism which controls for a minimal inspiratory 
flow rate is desirable in order to support formation of an optimal fine 
particle fraction (FPF) which in turn improves lung deposition. 
Additionally, in order to enhance patient compliance an optimal multidose 
. DPI should feature a visual or acoustic feedback of a correct 
inhalation. The Novolizer is a multidose refillable DPI. It 
has multiple feedback mechanisms and a trigger flow valve system, which 
helps to ensure correct inhalation that allows adequate lung deposition, 
helps to reassure the patient that medication has been taken and might 
therefore improve patient compliance. The low-to-medium airflow 



resistance translates into higher peak inspiratory flow (PIF) and makes 
the Novolizer DPI particularly suitable for the use in patients 
with reduced inspiratory flow rates. Clinical studies have shown that 
children, elderly patients, adults with moderate -to -severe asthma and 
COPD patients (stage Ila-III) are able to generate sufficient 
inspiratory flow to operate the Novolizer effectively. In contrast 
previous studies with other MDPIs (e.g. Turbuhaler or Aerolizer) 
demonstrated that in patient -groups with severe obstructive lung disease 
or in children with asthma optimal inspiratory flow rates are not achieved 
in all patients. 
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Dry powder inhalant composition 

Dry powder pharmaceutical compositions having improved stability 
comprising a bronchodilator drug in combination with a steroidal 
anti- inflammatory drug, dry powder inhalers comprising the- same and 
their use in the treatment of respiratory disorders by inhalation. 
2005 : 267682 USPATFULL 
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